GENERAL COMMENTS
This is a well designed and clearly explained study protocol. The boxes ticked 'No' above are because they are not fully 'Yes' not because they are a significant concern. So for example, one of the research questions states "what is the best..." where 'best' is not fully explained, and rather generic: best in what way? Similarly "what are the clinical outcomes...". again, rather generic. It is also not clear whether the risk estimate proposed in research question (d) relates to possible causal or associative relationships. The authors mention the contributing registers using the same 'methodology' when i think they mean 'methods' (if not, this needs a fuller explanation). The methods mention that all participants will have resided in the region at the time of birth; I am not sure this information is available for all the CP registers (e.g. Rheop). The authors are aware of the potential bias arising from the confirmation of CP at a later age but do not indicate whether they intend to undertake any sensitivity analysis. The discussion is not linked to real results of the study.
VERSION 1 -AUTHOR RESPONSE
As this protocol manuscript does not have results to draw upon or describe in the discussion, we have focussed on a discussion of the study methods including strengths and limitations.
Reviewer: 2 This is a well designed and clearly explained study protocol. The risk estimate in research question (d) has been clarified in line with the statistical analysis plan on page 11 (odds ratios (univariate and multivariate) to calculate the odds of CP associated with specific congenital anomalies). The research question (page 6) now reads:
For infants with specific congenital anomalies, what is the associated risk of CP?
The authors mention the contributing registers using the same 'methodology' when I think they mean 'methods' (if not, this needs a fuller explanation).
Thank you for identifying this error, we do indeed mean that the contributing registers use the same methods. We have updated the text to read "methods" in the footnotes of Table 1 (page 5) and under Design and setting (paragraph 2), page 6.
The methods mention that all participants will have resided in the region at the time of birth; I am not sure this information is available for all the CP registers (e.g. Rheop).
Thank you for identifying this item requiring additional information. We have clarified this item by adding to the "Participants" (page 6 and 7) section of the manuscript: "born 1991-2009 to mothers residing at birth in a region (or if not available, infants born in a region) with a participating CP and congenital anomaly register in Europe or Australia.
The authors are aware of the potential bias arising from the confirmation of CP at a later age but do not indicate whether they intend to undertake any sensitivity analysis.
In our discussion (page 12), we have indeed referred to the potential bias arising from CP registers verifying data at a later age than congenital anomaly registers. There is the potential underestimation of cases with CP and a congenital anomaly where families have migrated out of a participating region before CP is verified. This is most likely to have an effect on research question (c) -the associated risk of CP for infants with specific congenital anomalies.
The impact of migration is a common limitation for register based studies (e.g. Rankin et al, 2008; SCPE Cans et al, 2000) . Migration, and its subsequent impact on register data, is likely to differ for each region. A study from southern Sweden, found high net migration INTO the region, possibly due to the availability of health care in the region (Westbom et al, 2009 ); inmigration would not affect our findings. We are not aware of equivalent Australian data, however one recent paper found families with a child with CP did not appear to move from to less remote areas (de Lacy et al, 2016 ).
It will not be possible with this large, collaborative study to obtain migration data or estimates of missing CP cases related to migration from each region. Therefore, with the limited datasets available we will not be able to undertake sensitivity analysis regarding any effects of migration. The limitation will be discussed in
